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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21.CFR Part 333
[Docket No. 81N-01 14j -

Topicai Acne Drug Products for Over-
the-Counter Human Use; i
Establishment of a Monograph

AGENCY: Food and Drug Administration.
ACTION: Advance notice of proposed
rulemaking. ‘

“under either (1) or (2) above; and (4) the

.issued to stimulate discussion,

SUMMARY: The Food and Drug
Administration (FDA) is issuing an
advance notice of a proposed
rulemaking that would establish
conditions under which over-the-counter
{OTC) acne drug products are generally
recognized as safe and effective and not
misbranded. This notice is based on the
recommendations of the Advisory
Review Panel on OTC Antimicrobial {II)
Drug Products and is part of the ongoing
review of OTC drug products conducted
by FDA.

DATES: Written comments by June 21,
1982 and reply comments by July 21,
1982.

.ADDRESS: Written comments to the
Dockets Management Branch (formerly
the Hearing Clerk’s Office) (HFA-305),
Food and Drug Administration, Rm. 4-
62, 5600 Fishers Lane, Rockville, MDY
20857.

FOR FURTHER INFORMATION CONTACT:
William E. Gilbertson, Bureau of Drugs
(HFD-510), Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MI) 20857, 301-443-4960,
SUPPLEMENTARY INFORMATION: In
accordance with Part 330 {21 CFR Part
330}, FDA received on November 15,
1980 a report on OTC acne drug
products from the Advisory Review
Panel on OTC Antimicrobial (IT) Drug
Products. FDA regulations (21 CFR
330.10 (a)(8)) provide that the agency
issue in the Federal Register a proposed
order containing {1) the monograph
recommended by the Panel, which
establishes conditions under which OTC
acne drugs are generally recognized as
safe and effective and not misbranded:
{2) a statement of the conditions
excluded from the monograph because
the Panel determined that they would
result in the drugs’ not being generally
recognized as safe and effective or
would result in misbranding; (3) a
statement of the conditions excluded
from the monograph because the Panel
determined that the available data are
insufficient to classify these conditions

rulemaking. Under the OTC drug review

accompanied by appropriate

conclusions and recommendations of documentation.
the Panel. In accordance with § 330.10{a)(2), the
The unaltered conclusions and Panel and FDA have held as

recommendations of the Panel are confidential all information concerning
OTC acne drug products submitted for
consideration by the Panel. All the
submitted information will be put on
public display in the Dockets
Management Branch, Food and Drug
Administration, after April 22, 1982,
except to the extent that the person
submitting it demonstrates that it falls
within the confidentiality provisions of
18 U.S.C. 1905 or section 301(j} of the
Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 331(j}). Requests for
confidentiality should be submitted to

evaluation, and comment on the full
sweep of the Panel's deliberations, The
report has been prepared independently .
of FDA, and the agency has not yet fully
evaluated the report. The Panel's
findings appear in this document to
obtain public comment before the
agency reaches any decision on the
Panel’s recommendations. This
document represents the best scientific
judgement of the Panel members, but
does not necessarily reflect the agency’s

Position on any particular matter - William E. Gilbertson, Bureau of Drugs

contained in it.

After reviewing all comments
submitted in response to this'document,
FDA will issue in the Federal Register a
tentative final monegraph for OTC acne
drug products as a notice of proposed

(HFD-510) (address above).

FDA published in the Federal Register
of September 29, 1981 {46 FR 47730) a
final rule revising the OTC procedural
regulations to conform to the decision in
Cutler v. Kennedy, 475 F. Supp. 838
(D.D.C. 1979}. The Court in Cutler held
that the OTC drug review regulations {21
CFR 330.10) were unlawful to the extent
that they authorized the marketing of
Category III drugs after a final
monograph had been established.
Accordingly, this provision is now
deleted from the regulations. The
regulations now provide that any testing
necessary to resclve the safety or
eifectiveness issues that formerly
resulted in a Category III classification,
and submission to FDA of the results of
that testing or any other data, must be
done during the OTC drug rulemaking
process, before the establishment of a
final monograph. )

Although it was not required to do so
under Cutler, FDA will no longer use the
terms “Category L,” “Category II,” and
“Category III” at the final monograph
stage in favor of the terms “monograph
conditions” {old Category Ij and
“nonmonograph conditions” (old
Categories I and III}, This document
reiains the concepts of Categories I, II,
and Il because that was the framework
in which the Papel conducted its
evaluation of the data.

The agency advises that the
conditions under which the drug
products that are subject to this
monograph would be generally
recognized as safe and effective and not
misbranded {moncgraph conditions) will
be effective 6 months after the date of
publication of the final monegraph in the
Federal Register. On or after that date,
no OTC drug products that are subject
to the monograph and that contain
nonmonograph conditions, i.e.,
conditions which would cause the drug
to be not generally recognized as safe

procedures, the agency’s position and -
proposal are first stated in the tentative
final monograph, which has the status of
a proposed rule. Final agency action
occurs in the final monograph, which
has the status of a final rule.

The agency’s position on OTC acne
drug products will be stated initially
when the tentative final monograph is
published in the Federal Register as a
notice of proposed rulemaking. In that
notice of proposed rulemaking, the
agency also will announce its initial
determination whether the proposed
rule is a major rule under Executive
Order 12291 and will consider the
requirements of the Regulatory
Flexibility Act (5 U.S.C. 601-612). The
present notice is referred to as an
advance notice of proposed rulemaking
to reflect its actual status and to clarify
that the requirements of the Executive
Order and the Regulatory Flexibility Act
will be considered when the notice of
proposed rulemaking is published. At
that time FDA also will consider
whether the proposed rule has a
significant impact on the human
environment under 21 CFR Part 25
{proposed in the Federal Register of
December 11, 1979, 44 FR 71742).

The agency invites public comment
regarding any impact that this
rulemaking would have on OTC acne
drug products. Types of impact may
include, but are not limited to, the
following: Increased costs due to
relabeling, repackaging, or
reformulating; removal of unsafe or
ineffective products from the OTC
market; and testing, if any. Comments
regarding the impact of this rulemaking
on OTC acne drug products should be
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and effective or to be misbranded, may
be initially introduced or initially
delivered for introduction into interstate
‘commerce. Further, any OTC drug
products subject to this monograph
which are repackaged or relabeled after
the effective date of the monograph
must be in compliance with the
monograph regardless of the date the
product was initially infroduced or
initially delivered for introduction into
interstate commerce. Manufacturers are
encouraged to comply voluntarily with -
the monograph at the earliest possible
date.

A proposed review of the safety,
effectiveness, and labeling of all OTC
drugs by independent advisory review-
panels was announced in the Federal
Register of January 5, 1872 (37 FR 85).
The final regulations providing for this
OTC drug review under § 330.10 were
published and made effective in the
Federal Register of May 11, 1972 (37 FR
9464). In accordance with these
regulations, a request for data and
information on all antimicrobial active
ingredients for the treatment and
prevention of specific disorders such as
seborrhea, dandruff, acne, athlete’s foot,
vaginitis, and otitis externa (swimmer’s
ear) was issued in the Federal Register
of December 16, 1872 {37 FR 26842). {In
making their categorizations with
respect to “active” and “inactive”
ingredients, the advisory review panels
relied on their expertise and
understanding of these terms. FDA has
defined “active ingredient” in its current
good manufacturing practice regulations
{§ 210.3{b}(7). {21 CFR 210.3{b)(7))), ds
“any component that is intended to
furnish pharmacological activity or other
direct effect in the diagnosis, cure,
mitigation, treatment, or prevention of

disease, or to affect the structure or any .

function of the body of man or other
animals. The term includes those
components that may undergo chemical
change in the manufacture of the durg
product and be present in the drug
product in a modified form intended to
furnish the specified activity or effect.”
An “inactive ingredient” is defined in

§ 210.3(b)({8) as “‘any component other
than an ‘active ingredient.’”’)

A subsequent request for data and
information on topical antibiotic active
ingredients used in OTC products for’ -
treatment and prevention of infections
in minor skin wounds was published in
the Federal Register of September 7,
1973 (38 FR 24391). The Panel’s
conclusions and recommendations for
topical antibiotic drug products were
published in the Federal Register of
April 1, 1977 (42 FR 17642). .

Products for the treatment of
swimmer's ear were referred for review
to the Advisory Review Panel on OTC
Topical Analgesic, Antirheumatic, Otic,
Burn, and Sunburn Prevention and
Treatment Products. Products for the
intravaginal treatment of vaginitis were
referred for review to the Advisory
Review Panel on OTC Contraceptives
and Other Vaginal Drug Products.
Products for the treatment of dandruff
and seborrhea were referred for review
to the Advisory Review Panel on OTC
Miscellaneous External Drug Products.

In this document the Panel presents
its conclusions and recommendations
for acne drug products. The Panel’s
conclusions and recommendations for
topical antifungal drug products are
published elsewhere in this issue of the
Federal Register.

_ Under § 330.10(a) (1) and (5), the
Commissioner of Food and Drugs
appointed the following Panel to review
the information submitted and to
prepare a report on the safety,
effectiveness, and labeling of the active
ingredients contained in antimicrobial
products:

Wallace Guess, Ph. D,, Chairman

Frank B. Engley, jr., Ph. D.

Paul D. Sto]ley, M.D., M.P.H. {resigned June
1977)

" William F. Schorr, M.D. {resigned July 1977)

W. Kenneth Blaylock; M.D.

E. Dorinda Shelley, M.D. :

Margaret Hitchcoek, Ph. D. {resigned
September 1974)

David R. Brown Sc. D. (appointed March
1975, resigned March 1976) :

Fula Bingham, Ph. D. (appointed July 1978,
resigned June 1977}

James E. Rasmussen, M.D. {appointed
QOctober 1976)

George B. Youngstrom, M.D. {appointed June
1977, resigned October 1979) .

Anne Tucker, Ph. D. (Panel consultant from
July 1978 to March 1979; appointed as a.
Panel member March 1979)

Zenona W. Maily, M.D. (appeinted October
1979)

The Panel first convened on July 26
and 27, 1974 in an organizational
meeting. Working meetings which dealt
with the topic in this document were
held on June @ and 10, 1978; March 23
and 24, April 27 and 28, July 20, August
17 and 18, October 12 and 13, November

16 and 17, 1979; February 22 and 23,

March 21 and 22, April 25 and 26, June 6
and 7, July 18 and 19, September 21 and
22, and November 14 and 15, 1980.

The minutes of the Panel meetings are
on public display in the Dockets
Management Branch {HFA-305), Food
and Drug Administration (address
above). B

The following nonvoting liaison
representatives served on the Panel.
Sarah Newman, nominated by an ad hoc

group of consumer organizations, served
as the consumer liaison. Gavin Hildick-
Smith, M.D., nominated by the Cosmetic,
Toiletry and Fragrance Association,
served as an industry liaison until April
1978. Michae! Winrow, Ph. D,
nominated by the Proprietary
Association, also served as an industry
liaison until April 1679, followed by
Kenneth R. Johannes until January 1980,
followed by C. Elizabeth McKinivan,
M.D.

The following FDA employees served:
Mary K. Bruch served as Execative
Secretary; Michael Kennedy served as
Panel Administrator in July 1974,
followed by Armond M. Welch, R.Ph.,
until August 1978, followed by Lee
Geismar. Melvin Lessing, R.Ph., M.S,,
served as Drug Information Analyst
until October 1974, followed by Joseph
Hussion, R.Ph., until July 1976, followed
by Anne W. Eggers, RPh., M.S., until
June 1978, followed by Elaine G.
Euchner, R.Ph.

The following individuals were given
an gpportunity to appear before the
Panel to express their views on acne
drug products either at their own or at

‘the Panel's request:

Fugene A, Conrad, Ph. D.

Richard Dobson, M.D.

Charles A. Evans, M.D., Ph. D.

Carol Farhi

Samuel B. Frank, M.D.

Arnold Friede

David Fulgham, M.D.

Eugene Gans, Ph. D.

George Hoffnagle, Sc. D.

Albert M. Kligman, M.D., Ph. D.

William H. Lederer, Ph. D,, J.D.

James J. Leyden, M.D.

Zenona W, Mally, M.D. (before becoming a
Panel member) '

Philip Merker, Ph. D.

Sergio Nacht, Ph. D.

Albert Packman, D. Sc.

Peter Pochi, M.D.

Sirje M. Puhvel, Ph. D.

Alan Shalita, M.D.

Vithal Shetty, Ph. D.

John Strauss, M.D.

Harold Upjohn, M.D.

No person who so requested was
denied an opportunity to appear before
the Panel. : -

The Panel has thoroughly reviewed
the literature and data submissions, has
listened to additional testimony from
interested persons, and has considered
all pertinent information submitted
through November 15, 1980 in arriving at
its conclusions and recommendations.

In accordance with the OTC drug
review regulations in § 330.10, the Panel
reviewed OTC acne drug products with
respect to the following three categories:

Category L Conditions under which
OTC acne drug products are generally
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recogmzed as safe and effectlve and are
not misbranded. )

Category IL Conditions under which
OTC acne drug products are not
generally recognized as safe and
effective or are misbranded.

Category III. Conditions for which the
available data are insufficient to permit
final classification at this time.

The Panel reviewed 27 active
ingredients in topically applied acne
products and classified 2 1ngred1ents in
Catefory I, 23 1ngred1ents in Category II,
and 2 ingredients in Category L

L Submission of Data and Information
A. Submissions by Firms

Firms and Marketed Products

AHC Pharmacal, Miami, FL 33125.
bp Gel Medication, bp Gel Medication
Strong.
Barnes-Hind Pharmaceuticals, Inc.,
Sunnyvale, CA 94086.
Komed Acne Lotion, Komed Mild Acne
Lotion, Komex Acne Scrub.

Bowman Pharmaceuticals, Inc., Canton, OH .

44702,
Bowman Drawing Paste.
Campana Corp., Batavia, IL 60510.
Cuticura Acne Cream (Cutitone).
Carter Products, Inc., Cranbury, NJ 08512,
Persol.
Chattent Drug and Chemical Co.,
Chattanooga, TN 37409,
Mudd..
" Dermik Laboratories, Inc., Fort Washington,
PA 19034,
Vlemasque.
Dome Laboratories, West Haven, CT 06516.
Acne-Dome Creme, Acne-Dome Lotion,

Acne-Dome Medicated Cleanser, Viem- ~

Dome Wet Dressing.
Flow Pharmaceuticals, Inc., Palo Alto, CA
94303.
d-SEB.
Fox Pharmacal, Inc., North Miami; FL 33161.
- Aktex.
H. B. Distributing Co., West Newton, MA
02165.
Hospital Brand Acne Cream.

Helena Rubinstein, Inc., New York, NY 10022.

Bio-Clear Medicated Cream.
Ketchum Laboratories, Inc., Amityville , NY
11701,
Propoa pH Super Cleanser.
Laboratory Robaina, Inc., Hialeah, FL 33010.
Acetolia Robaina.
Norcliff Thayer, Inc., Tuckahoe, NY 10707.
" Oxy-5 Lotion, Oxy-10 Lotion.
Pennwalt Corp., Rochester, NY 14603.
Bare Face Acne Skin Medicine, Ting
Antiseptic Medicated Cream.
Poythress, Willian P., & Ceo., Inc., Richmond,
VA 23261:
Bensulfoid Letion.
Press Chemical & Pharmaceutical
Laboratories, Inc., Columbus, OH 43208.
Epsal Ointment.
Preston Pharmaceutics; Inc., Butler, NJ 07405,
Dermakon Dandruff Shampoo, Dermakon
Medicated Cream.
Purdue Frederick Co., Norwalk, CT-06856.
Betadine Skin Cleanser, Betadine Skin
Cleanser Foam.

Rorer, William H,, Inc., Fort Wasl‘-lngton, PA
19034.
Loroxide Lotion, Vanoxide Lotion.

Schattner, R., Co., Washington, DC 28016.

Chloraderm.

Smith, Kline, & French Laboratories,
Philadelphia, PA 19101.

Acnomel Acne Cake, Acnomel Acne
Cream.

Squibb, E. R., & Sons, Inc., New Brunswick,
NJ 08903,

Epi*Clear Acne Lotion, Epi*Clear Acne
Scrub Cleanser, Epi*Clear Acne Soap,
Epi*Clear Antiseptic Lotion 5%,
Epi*Clear Antiseptic Lotion 10%,
Epi*Clear Squibb Acne Kit.

Sterling Drug, Inc., New York, NY 10016,

Campho-Phenigue Liquid, pHisoAc, Stri-
dex Medicated Pads.

Stiefel Laboratories, Inc., Oak Hill, NY 12460.

SAStid Scap, Sulfoxyl Cream Strong,
Sulfoxyl Lotion Regular, Sulfoxyl Lotion
Strong.

Syntex Laboratories, Inc., Palo Alto, CA
84304.

Microsym Acne Lotion.

Texas Pharmacal Co., San Antonio, TX 78296,
Contrablem, Liquimat, Persadox Cream,
Persadox Lotion, Sulforcin Base 4%,

Sulforcin Lotion.

Upjohn Co., Kalamazoe, MI 49001.

Piexion, Zinc Sulfide Compound Lotion,
Improved.

Vick Divisions Research and Development,
Division of Richardson-Merrell, Inc.,
Wilton, CT 06897.

Clearasil Regular Tinted, Clearasil Stick
Medication, Clearasil Vanishing

. Formula.

Warner-Lambert Co., Morris Plains, NJ 07950.

Listerex Antibacterial Scrub Gel, Listerex
Antibacterial Scrub Lotion, Listerex
Herbal Scrub.

Westwood Pharmaceuticals, Inc., Buffalo, NY
14213.

Fostex Cake, Fostex Cream, Fostril, Pernox,
Transact.

In addition, the following firms or
groups provided related information:

Avon Products, Inc., Suffern, NY 16901,
Sulfur-resorcinol combinations.
Herbert Laboratories, Irvine, CA 92715.
Benzoyl peroxide 2.5 percent.
Koppers Co., Inc,, Pittsburgh, PA 15218.
Resorcinol.
Miranol Chemical Co. Inc., Irvington, NJ
07111,
Miranc} C2M.
Procter & Gamble Co., Cincinnati, OH 45247.
Tetracycline hydrochlorlde
Proprietary Association, Washington, DC
20006.
Benzoyl peroxide safety, labeling
recommendations.
Schuylkill Chemical Co., Phlladelphla, PA
19132,
Alcloxa, allantoin.
Sterling Drug, Inc., New York, NY 10016.
Salicylic acid.
Stiefel Laboratories, Inc., Qak Hill, NY 12460,
Antibacterial data on benzoyl peroxide-
sulfur combinations.
Vick Divisions Research and Development,
Division of Richardson-Merrell, Inc.,
Wilton, CT 06897.

Benzoyl peroxide absorpotmn, in vitro
protocel for determmlng antibacterial
activity, in vive protocol for testing
antibacterial activity, prevention of new
acne lesions by topical therapeutic
ingredients, resorcinol safety.

Westwood Pharmaceuticals Inc., Buffalo, NY
14213.
Laureth-4 safety, polyethylene safety.

B. Labeled Ingredients Contained in
OTC Marketed Products Submitted to
the Panel

The Panel has identified the followmg
labeled ingredients in marketed
products:

Alcloxa

Alcchol «

Alkyl isoquinolinium bromide
Allantoin

Alpha tocopheryl acetate
Aluminum chlorhydroxide complex
Aluminum chlorhydroxy allantoinate
Aluminum hydroxide
Aluminum magnesium silicate -
Aluminum oxide

Bentonite -

Benzalkonium chloride
Benzethonium chloride
Benzocaine

Benzoic acid

Benzoyl peroxide

Boric acid

Calcium phosphate

Calcium polysulfide

Calcium thiosulfate

Camphor

Carbomer 940

Carboxyvinyl polymer

Cetyl alcohol
Chlorhydroxyquinoline
Cholesterol

Citric acid

Coal tar

Colloidal alumina

Colloidal sulfur

Cosmetic colors
Dibenzothiophene

Dioctyl sodium sulfosuccinate
Edetate disodium

Epsom salis

Estrone

Glycerin

Glycerol monostearate

.Glyceryl monostearate

Hexachlorophene

Hydrocarbon hydrotropes
Isopropyl

Isopropyl alcohol

Isopropy! palmitate

Magnesium sulfate

Menthol

Methylbenzethonium chloride
Methylparaben

Methyl parasept

Methyl salicylate
Micropulverized sulfur
Parachlorometaxylenol

Phenol

Phenyl salicylate

Polyethylene

Polyethylene glycol monostearate
Polyethylene glycol 1000 monostearate
Polyoxyethylene lauryi ether
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Povidone-iodine ’
Precipitated sulfur
Propylene glycol
Propyl parasept
Purified water
Pyrilamine maleate
Rescorgijol
Resorcinol
Resorcinol monoacetate
Salicylic acid
Soapless cleansers
Sodium borate
Sodium hydroxide
Sodium lauryl sulfate
Sodium phenolate
Sodium tetraborate decshydrate
Sodium thiosulfate
Stearic acid
Sulfated surfactants
Sulfonated alkyl benzenes
Sulfur
Sulfur precipitated
Tetracaine hydrmhlonde
Thymol
Water
Wetting agents
Zinc oxide

" Zinc stearate
Zinc sulfide

C. Classification of Ingredients

1. Ingredients identified by the Panel
as active ingredients. The Panel has
adopted the following nomenclature for
the active ingredients reviewed in this
document. Other nomenclature, where
needed for clarification, has been
included in parentheses. i

Alkyl isoquinolinium bromide
Aluminum salts
Alcloxa {aluminum chlorhydroxy
allantoinate) :
Alumimum chlorchydrex {aluminum
chlorhyaroxide complex}
Aluminum hydroxide
Magnesium aluminum silicate {aluminum
magnesium silicate]
Benzocaine
Benzoic acid
Benzoyl peroxide
Borates
Boric acid
Sodium borate (sodium tetraborate
decahydrate)
Calcium polysulfide
Calcium thiosulfate
Camphor
Chlorhydroxyquinoline
Chloroxylenol (parachlorometaxylenol)
-Coal tar
Dibenzothiophene
Estrone
Magriesium sulfate [epsom salts})
Phenolates
Phenol
Phenolate sedium {sodium phenolate)
Phenyl salicylate
Povidone-iodine
Pyrilamine maleate
Resorcinol {rescorcijol)
Resorcinol monoacetate
Salicylic acid
Scdium thiosulfate
Sulfur {colloidal sulfur, micropulverized
sulfur, precipitated sulfur, sulfur
_ precipitated)

Tetracaine nydrochloride
Thymol
Vitamin E {alpha tocopheryl acetate)
Zing salts
Zinc oxide
- Zinc stearate
Zine sulfide

2. Ingredients identified by the Panel
as inactive or pharmaceutically
necessary ingredients. Based on the
available literature and in some cases
based on concentrations reported in a
submission, the Panel considers the
following to be inactive ingredients
when used for the treatment of acne. In
general, most are used as
pharmaceutical aids (solvent, vehlcle,
dispersant, or preservative,) oras
product identification materials.

Alcohol

Allantoin

Aluminum oxide
Bentonite

Benzalkonium chloride
Benzethonium chloride -
Calcium phosphate
Carbomer 940
Carboxyvinyl polymer
Cetyl alcohol

Cholesterol

Citric acid

Colloidal alumina
Cosmetic colors

Dioctyl sodium sulfosuccinate
Edetate disodiunf
Glycerin

Glycerol monostearate
Glyceryl monostearate
Hexachlorophene
Hydrocarbon hydroiropes

. Isopropy! alcchol {isopropyl)

Isopropyl palmitate

Laureth-4 {polyoxyethylene lauryl ether)
Menthol

Methylbenzethonium chloride
Methylparaben {methyl parasept}
Methyl salicylate

Polyethylene

Polyethylene glycol monostearate
Polyethylene glycol 1000 monostearate
Propylene glycol

Propylparaben (propyl parasept)
Purified water

Soapless cleansers

Sodium hydroxide

Sodium laury] sulfate

Stearic acid

Sulfated surfactants

Sulfonated alkyl benzenes

Water

Wetting agents

D. Referenced OTC Volumes

The “OTC Velumes” cited throughout
this document includes submissions
made by interested persons in response
to the call-for-data notice published in

‘the Federal Register of December 16,

1872 (37 FR 26842). All of the
information included in these volumes,
except for those deletions which are
made in accordance with the
confidentiality provisions set forth in

. 7
§ 330.10(a)(2), will be put on public
display after April 22, 1982, in the -
Dockets Management Branch (HFA-
305), Food and Drug Administration, Rm.
4-62, 5600 Fishers Lane, Rockville, MD
20857. '

II. General Statements and
Recommendations -

A. Background

Acne affects about 80 percent of the

" population to some extent during

adolescence (Ref. 1). Because this skin
condition is common and readily
recognizable by consumers, the Panel -
believes that safe and effective OTC
acne medications should be available to
the consumer.

Although much has been learned
about acne in the past 30 years, much
still remains unknown. Even the exact
origin of the word “acne” is unknown,
Some scholars believe it is a corruption
of the Greek word “akne,” meaning the
highest point or stage (including the
peak of growth in humans) {Ref. 2).

_Another theory is that “acne” comes

from another Greek word, “aknesis,”
which means a rash that does not itch
(Ref. 2). In fact, according to Plewig and
Kligman (Ref. 3), the only undisputed
fact about acne is that it does exist.

The Panel believes that the myths or
misconceptions about acne need to be
dispelled, including those concerning
diet, sexual habits, and the belief that
acne can be washed away with soap
and water {Ref. 4). For years, people

suffering from acne believed that eating
chocolates, fatty foods, and “junk foods”
either caused acne or made it worse and
that abstaining from these foods would
cure their acne, Unfortunately, they
were often disappointed.

The role of diet is still being studied.
For example, a double-blind study
tested the effects of large amounts of
choeolate on 65 acne patients (Ref. 5}.
Two kinds of candy bars that looked
identical were used. One contained no
chocolate; the other was an enriched
chocolate bar containing 10 times the
amount of chocolate as an average
candy bar. The subjects ate one kind of
chocolate bar daily for 4 weeks, and for
the next 3 weeks they ate no candy.
Then they ate the other kind of bar once
daily for 4 weeks. Chocolate was found
to have no effect on the clinical course
of acne.

— Another study was conducted with

acne patienis who believed that certain
foods (chocolate, peanuts, milk, or cola)
were causing their acne to flare (Ref. 6).
These patients were fed large amounts
of the suspected food for several days,
but no significant change was noted in
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the number or character of their acne
lesions during the next several days.

According to Cunliffe and Cotterill
{Ref. 2}, “Iodides have also been blamed
for aggravating acne but the evidence
for this is rather poor * * *

Myths about the relationship between
sexual habits and the development of
acne go far back in history. MacKenna
cited Jonston who wrote in 1648 that
acne, called “vari,” infected young
people who were sextally mature but
who remained chaste {Ref, 7). More than
a century later, according to Cunliffe
and Cotterill (Ref. 2), Plenck wrote that
marriage could cure acne, but Hebra
disagreed. Although some sexual myths
may still persist today, there is no
evidence to show that they are any more
than myths (Ref. 4),

Another misconception is that acne
will go away if it is ignored. Although
many people no longer have significant
acne by the time they are in their early
twenties, a number of people still suffer
from acne in their forties. The Panel
believes it is particularly important that
consumers realize that the treatment of

_ acne may have to be continued for
several years. -

The following discussion summarizes
the findings of several surveys on skin
conditions. o

The most recent report was published
by the National Center for Health
Statistics and covers the period from
1971 to 1974 (Ref. 8). The data were
collected by direct physical
examinations, tests, and measurements
performed on samples of the population
aged 1 to 74 years. Participanis were
chosen from.the civilian »
noninstitutionalized population.

This report shows that significant skin
disease increases rapidly with age. In
children aged 1 to 5 years the rate was
142.3 per 1,000. In youths aged 12 to 17
years the rate was 362.0 per 1,000. In
young adults aged 18 to-24 years the rate
was 365.1 per 1,000. The rapid increase
was atiributed to acne vulgaris, which,
as noted earlier; is common during
adolescence and young adulthood.
Among the individual types of skin
disease that were diagnosed, acne was
the most prevalent (68.1 per 1,000
population). The survey also showed
that youths aged. 12 to 17 years with skin
problems are more likely to consult
someone who is a “nonprofessional”
rather than a dermatologist or other
physician.

" The Health Examination Survey of
1966 to 1970 (Ref. 9) presented national
estimates on the prevalence of facial
acne and other skin conditions among
noninstitutionalized youngsters aged 12
to 17 by age, sex, geographic region,
population, size of place of residence,

family income, education of parents,
overall health, indication of stress,
selected health habits, and physiological
development. It was estimated that 28.3
per 100 youths had moderate to severe
facial acne. Major findings included the
following: )

Facial acne (all grades combined) is about
as prevalent among girls as boys in the 12~17
year age range. However, such conditions ™
start somewhat earlier and tend to be less
severe in girls than boys.

Among youths reporting they had acne,
more than half (51 percent) were bothered
some or a lot by the condition and (58
percent} were using some treatment for it but
only 11 percent had seen a doctor about it.

White youths are slightly more likely than
Negra youth to have moderate to severe
facial acne but less likely tc have mild
conditions limited to comedones with little o
no inflammatory reaction. . .

Facial acne is somewhat more prevalent
among youths living in the South and West
than these in the Northeast or Midwest.
Hewever, no consistent urban-rural
differences in prevalence rates were found.

Some direct or indirect association is
evident between acne prevalence in youths
and the education of their parents but not
their family income level. The acne
prevalence rates decrease consistently with
increasing education level of parents.

Facial acne is slightly more prevalent
amoeng youths whose health was rated fair-
poor than ameng those considered in good-
excellent health by either themselves or their
parents,

Facial acne prevalence increases with the
degree of nervousness of the youth, the
association being stronger and more
consistent when based on the youth’s own
rating of nervousness than that given by his
or her parent.

The amount of food eaten particularly
among boys appears to be related, directly or
indirectly, to the prevalence of facial acne.
Acne rates are higher among those who are

‘said, by their parents, to eat too much than

those who eat too little.

The prevalence and severity of facial acne

increases with the degree of development of
secondary sex characteristics among boys
12-16 years and girls 12-15 years of 4ge.
Among girls acne tends to start after the
onset of menarche for girls who reach this
stage of physiological development before 13
years of age but to precede this point of
development for those whose menarche onsst

is 14 years or later.

A report on a questionnaire survey
published in 1972 stated that out of 1,023
high school students whose
guestionnaires were evaluated, 85.1
percent reported that they had acne
(Ref. 10). Of this group, 87.7 percent had
not consulted a doctor. The most
frequently given reason was that the
acne was not severe enough. A few
students feli the treatment was too
costly; the rest did not specify a reason.

About half of the students surveyed
reported a seasonal change in their

acne, Among‘ those students reporting a
seasonal change, statistically significant
improvement was shown during

~ summer.

Most of the students with acne were
using some kind of treatment, with girls
starting treatment a little sooner than
boys. However, the authors reported
that only 33.4 percent of the students
reported that they never missed their
treatment. Statistically, the girls were
significantly better than the boys in
following a regular treatment schedule.

A total of 117 products was used, with
©3.6 percent of the students using one or
more products and only 6.4 percent
using none. The products included
soaps, astringents {(which did not claim
anti-acne properties), anti-acne
preparations, complexion products, and
miscellanecus products. Soaps were the
most widely used (48.7 percent); anti-
acne preparations were the next most
widely used {28.8 percent).

People suffering from acne spend
millions of dollars yearly for OTC acne
preparations as well as prescription
drugs {Ref, 11), “Cosmetically” accepted
medications are important. In fact;
dermatologists say that patient
acceptance is as important as
effectiveness in acne treatment. They
also say that consumers want
therapeutic products that work but are
not too harsh or unpleasant smelling.
Consumers like a product that can be
easily applied, feels good, and perhaps
may even have a lathering property
which enhances the sense of feeling
clean and leaves the skin feeling soft.

Dermatologists are often asked
questions about the causes of acne,
including what foods are responsible.
Patients are also concerned about the
possibility of scarring. They also ask
what they are doing wrong, if makeup
can harm the skin, and, in some cases,
why they are getting acne at age 30 after
having had flawless skin in adolescence.
Probably the most difficult question of
all to answer is: “When will the acne
disappear?

There are certain aspects of acne
therapy that patients most dislike. These
include the odor and the stinging and
itching of acne products; the staining
effect; and dryness and peeling, which
to many patients means premature
wrinkling. This dryness also makes it
difficult to apply a water-base makeup.
Patients also dislike the ashy grayness,
which is produced by benzoyl peroxide
products and cryotherapy and is seen
mainly in black skin. Other adverse
effects of acne therapy may include
vaginal yeast infections as a result of
taking systemic antibiotics. A less
serious complaint is that having to
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remember to apply or take the
medication a certain number of times a
day is a nuisance. Finally, patients
dislike acne surgery, i.e., the comedone
~gxtraction and opening up of pustular
_ lesions which many dermatologists
routinely do at each office visit.

It has been known since the early
1970’s that certain cosmetics and hair
pomades can cause blackheads and
whiteheads (comedogenic). It has been
estimated that up to 50 percent of the
popular cosmetic creams will produce
comedones when tested on the inner
surface of the rabbit ear once daily for 2
weeks [Ref. 3).

The term *acne cosmetica” was
coined in 1972 by Kligman (Ref. 12} and
refers to acneform eruptions of a low-
grade, persistent nature occurring in
adult women. These eruptions are
caused mainly by prolonged use of
cosmetics containing the offending
ingredients.

The Panel agrees with the following
statement by Sulzberger {Ref. 13}
“There is probably no single disease
which causes more psychic trauma,
more maladjustments between parents
and children, more general insecurity
and feelings of inferiority, and greater
sums of psychic suffering than does
acne vulgaris.” '
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B, Definitions

The Panel adopted the following
definitions related to the use of acne
drug products:

1. Comedones (whiteheads and
blackbeads). Comedones are the

‘primary lesions of acne and consist of

dead cell (keratinous) debris, bacteria,
sebum, and hair fragments which plug

up the opening of the pilosebaceous unit.

The development of the comedo'is
associated with an increased turnover ~
rate of the epithelial cells lining the
sebaceous follicle. The follicle becomes
distended with horny material and at
this early stage is known as a
microcomedo, a microscopic comedo.
Further distention of the sebaceous
follicle results in the closed comedo.

a. Whitsheads. Whiteheads or closed
comedones are small, whitish, firm
nodules which may be difficult to see.
The opening to the comedo is not visible
to the naked eye. Closed comedones
either rupture and become inflammatory
lesions, such as papules, pustules, and
nodules, or develop into open
comedones. When horny material
accumulates in the closed comedo, it
causes the opening in the comedo to
dilate, pushing horny material to the
skin surface. This marks the beginning
of the 6pen comedo or blackhead.

b. Blackheads. Blackheads are long-
lasting lesions that do not usually
develop into inflammatory lesions. The
tip of the blackhead appears black

“because of melanin, a pigment.

2. Lesion. In this document a lesion is
considered as a characteristic area of a
skin condition. Acne lesions include
open and closed comedones, papules,
pustules, and nodules.

3. Nodule. A large, red, often painful
inflammatory acne lesion that contains
pus and leads to scarring, Nodules are
deep-seated lesions which affect the
dermis. They develop from the rupture
of closed comedones and are
characteristic of acne conglobata.
Nodules may fuse to form odd-shaped
lesions. The term “cystic acne” refers to
nodular inflammatory lesions and not o
true cysts, which are large, round, flesh-
colored, noninflammatory lesions with
smooth surfaces.

4, Papule. A small, inflammatory
lesion that appears red and raised.
Papules develop from closed
comedones. They may develop into
pustules and nodules, or they may

.appropriate.

resolve spontaneously after 2 to'3
weeks.

5. Pilosebaceous unit. Consists of a
hair follicle and the associated
sebaceous gland. These are connected
to the surface of the skin by a duct
through which the hair passes,

8. Pustule. A small, raised,
inflammatory lesion that is filled with-
pus and arises from a papule. Superficial
pustules resolve after a few days and
rarely cause visible scarring. A deep-
seated pustule takes 2 to 6 weeks to
resolve, and scarring may result.

7. Sebum, A secretion of the
sebaceous glands consisting of a
mixture of fats and waxes. The severity
of acne parallels the degree of sebum
secretion.

C. Types of Acne

Kligman {Ref. 1) uses two major
classificatioins of acne—irue acne and
drug-induced acne. The Panel has
adapted these classifications to this
document, citing other references when

1. True acne—a. Acne vulgaris. A
common skin disorder, acne vulgaris is
characierized by comedones, papules,
pustules, and nodules. Typically, a
person with acne will have a variety of
acné lesions, although in some
individuals one lesion type may
predominate. Acne vulgaris primarily
occurs on the face, shoulders, back, and
chest, but occasionally may be more
widespread.

Open and closed comedones are
usually jhe first acne lesions to occur. In
the early stages, comedones are
generally found on the forehead and
chin. Later, papules and pustules appear
on the cheeks as well. Although usually
a disease of adolescence, acne does not
always clear spontanecusly when
maturity is reached. It may persist into
ihe third or fourth decades of the
patient’s life {Refs. 2 and 3). In fact, acne
may even begin after the teenage years
or at any age. .

b. Acne conglobata. Acne conglobata
is a severe and chronic form of acne
vulgaris. The lesions tend to be
particularly severe on the face, chest,
and back. Lesions may also occur on the
buttocks, thighs, upper arms, and neck,
Most of the lesions are large, painful,
and cystic and may be characterized by
abscesses and scarring. Males are
affected more frequently than females.
The disease, which usually begins
between the ages of 18 and 30 years,
often continues fdr many years, resulting

“in severe disfigurement (Ref. 4).

c. Acne fulminans. Also termed “acute
febrile ulcerative conglobate acne with
polyarthralgia,” acne fulminans is a
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rare, severe form of acne. The main
lesions are nodules that become .
ulcerated. Systemic effects include
fever, anemia, and painful, swollen
joints (Ref. 5). :

d. Acne tropicalis. This type of acn
occurs when a susceptible person is
exposed to excessive heat and humidity.
It resembles severe acne conglobata and
is unchanged as long as the patient
remains in a tropical climate, but clears
completely when the patient returns to a
cool, dry climate {Ref. 1). Military
personnel that are stationed in fropical
climates are particularly at risk for
developing this type of acne.

e. Infantile acne. This is an acne-like
rash of unknown cause. Comedones and
papules usually ocour on the cheeks of
male infants under 1 year of age, but the
disease generally subsides completely in
2 to 3 years (Ref. 4). ’

L. Premenstrual flares of acne, Many
women suffer from premenstrual flares
of acne characterized by the rapid
appearance of papulo-pustules. The
precise cause is still unknown, but is
presumed to be related to cyclical
hormone fluctuation (Ref. 1},

g. Gram-negative acne or folliculitis,
This type of acne usually occurs during
long-term treatment of acne with
antibiotics which specifically act on
gram-positive bacteria, thereby
permitting gram-negative bacteria to
flourish. The invading organisms are
usually Entercbacter, Klebsiella, or
Proteus. A change in the characteristics
of the facial acne of a previcusly well-
controlled case of acne may be a sign of
gram-negative acne (Ref. 1}. -

h. Acne venenata or acne caused by
exiernal contactants. Topical agents or
exposurfe to certain chemicals can cause

“this type of acne {Ref. 5. “Acne
cosmetica” is a mild eruption mainly
consisting of closed comedones. It is
usually caused by facial creams and is
seen in women beyond the age of
adclescence (Ref. 1}. “Pomade acne” is’
caused by greases and oils applied to
the scalp or face. The lesions are usually
small, closed comedones concentrated
on the forehead and temples {Ref. 5).
“Acne detergicans” is a mild form of
acne consisting of closed comedones,
apparently induced by excessive
scrubbing and washing with certain
soaps {Ref. 1}

The most extensive cases of acne
venenata are caused by industrially
used compounds such as chlorinated
hydrocarbons, cutting oils, petroleum
oil, coal tars, and pitches. This condition
is often referred to as “chloracne.” The
initial treatment in all forms of acne
venenata is to stop the exposure to the
causative agent (Ref. 5.

i. Acne caused by radiation. Both
uniraviolet light and ionizing radiation
may be associated with the
development of special types of acne.
Excessive exposure to the sun may
induce comedones, usually large
blackheads, around the eyes and cheeks
of elderly people. Ionizing radiation,
such as cobalt and X-rays, can cause a
comedonal acne. Acne aestivalis
{mallorca acne) is a rare seasonal acne
which flares up in the summer months
and regresses in'winter. it usually
affects women beyond adolescence,
with papules developing on the lower
back. These forms of acne generally
subsides when the ¢ausative agent is
eliminated (Ref. 5).

i Acne mechanica. Aggravation of
existing acne can develop from localized

. pressure or friction. For example, resting
the chin on the hand can aggravate acne -

on the chin (Ref. 1).

%. Drug-induced ccne. Drug-induced
acne is not a true acne, but an acne-like
eruption caused by drugs. The eruption
subsides when the drug is discontinued.
The lesions are generally papules and
pustules. The condition is usually
characterized by a sudden onset after
adolescence and an unusual }ocalization
{forearm, buttock). Systemic signs of
drug toxicity may also be present {Ref.
1}."The drugs that are often involved in
these kinds of eruptions include
steroids, certain anticonvulsants
{phenobarbital, phenytoin, and
trimethadione), and certain halogenated
drugs. Isoniazid, a drug vsed in long-
term therapy of tuberculosis, may also

be involved in some scne-like conditions'

{Refs. 4 and 5).
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D. Development of Acne ~

Acne generally begins at puberty
when substantial androgen secretion
takes place. Androgen is the male sex
hormone and comes mainly from the
testes in the male and from the ovaries
and adrenal glands in the female.
Although male adrenals also produce

androgens, they play only a small role in
acne. The most potent androgen is
testosterone, the circulating androgen.
Testosterone is converted in the skin by
the enzyme 5-alpha-reductase to
dihydrotestosterone, the tissue-active
androgen (Ref. 1).

Dihydrotestosterone stimulates the
cells of the sebaceous glands to increase
protein synthesis and accelerate cell
division and cell turnover. Thas the
sebaceous glands become larger until
they surround and completely dominate
the hair follicles. Sebaceous follicles
(pilosebaceous units] like these produce
large amounts of sebum which cause the
characteristic oily skin of acne {Ref, 1).
Acne usunally occurs on the face, upper
chest, and back because there are more
pilosebaceous units there than on other
areas of the body (Ref. 2). ]

The size of the sebaceous gland
usually varies inversely with the size of
the hair follicle associated with it (Ref.
3). The kind of hair in the follicle can
also affect the development of acne. A
thin, small hair may be unable to keep
the duct open and the hair is trapped in
the plug. However, heavier facial or
scalp hair may push the plug to the
surface of the skin and prevent a

- comedo from forming [Ref. 2},

People with acne have larger -
sebaceous follicles than those without
acne {Ref. 3). Studies have shown a
correlation between the severity of acne
(as measured by the degree of
inflammation) and the rate of sebum
excretion (Refs. 4, 5, and 6). In general,
from the studies one can conclude that
people with acne produce more sebum
than those without acne.

Kligman and Katz (Ref. 7) conducted
tests on the ears of albino rabbits and
demonstrated that sebum caxn induce
comedones. The components of sebum
that have been shown to be most
comedogenic are squalene and free fatty
acids {Ref, 8). Because subjacts with
acne produce more sebum than subjects
with no acne {controls), it is possible.
that excessive sebum production is the .
initiating event in comedogenesis.
Research has been done on changes that
apparently invelve increased turnover of
the cells that are shed into the canal of
the follicle (Ref. 9). The resulting
increased cohesiveness of the cslls
could explain the formation of a
comedo. Although the faciors involved
in the initiation of this abner